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What is claimed is: 

. 1 . An ant i sense compound 8 to 3 1 nucleobases m 1 en.gr h 
targeted to a nucleic acid molecule encoding PIjK p8 5, v;:;erein 
said antisense comf ound,, specifically hybridizes with and 
inhibits the expression of ^1 3 K p35. 

2. The antisense compound c: claim 1 which is an 
ant lsense ol lgonuc 1 e ot ide . 

2. The anti'^nse compound of claim 2 wherein one 
antisense oligonucleotide has a sequence comprising SEQ ID N o : 
21, 22, 27, 28, 30, 3 ?., 4 0, ^1, 8, 9, 12, 13, 14, 15, 17, 18, 

20, 23, 24, 32, 37, 42, 43, KS^, 54, 55, 56, 57, El, 60, 61, 
62 , 63 , 66 , 6 7 or 7 2 . 

4 . The antisense compound of claim 2 wherein the 
antisense oligonucleotide has a sequence comprising SEQ IT No: 

21, 27, 3 0 or 4 1. 

5. The antisense compound of claim 2 wherein the 
antisense oligonucleotide comprises at least one modified 
int ernucl eos ide linkage. 

6. The antisense compound of claim 5 wherein the 
modified mt ernucl ec; side linkage is a phosphorot h ooate 
1 i nkage . 

7. The antisense compound of claim 2 wherein the 
antisense oligonucleotide comprises at least one modified 
s ug a r mo lety . 

£. The antisense oomp ound of claim n wherein the 
modified sugar moiety is a 2 ' - o -me thoxyet hyl sugar mo o * y . 

9. The antisense :oopound of claim 2 wherein t ne 
antisense oligonucleotide c : op rises at least one uccoofiei 
nucleocase . 
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modified nucleobase is a 5 - ir.e: hyl cyt os one . 

11. The snrisense cDtnpouni of claim 1 where::; the 
antisense oligcnucle: tide is a chimeric oligonucleotide . 

12. A pharmaceutical composition comprising the 
ant i sense compound of claim 1 and a pharmaceutical!;/ 
acceptable carrier cr diluent. 

13. The pharmaceutical composition of claim 12 further 
comprising a colloidal dispersion system. 

14 . The pharmaceutical composition of claim 12 wherein 
the antisense compound is an antisense oligonucleotide. 

15. A method of inhibiting the expression of PI3K p35 
in human cells or tissues comprising contacting said cells or 
tissues with the antisense compound of claim 1 so that 
expression of PI3K t 3 5 is inhibited. 

16. A method of treating a human having a disease or 
condition associated with PI3K p&5 comprising administering 
to said human a therapeutically or prophylactically effective 
amount of the antisense compound of claim 1 so that expression 
of PI3K p8 5 is inhibited. 

17. The method of claim 16 wherein the disease cr 
condition is a hyperprolif erative disorder. 

13. The method of claim 17 wherein the 
hyperprol i f erat i ve d i s order is cancer. 

1?. The method of claim 16 wherein the disease cr 
condition is a metaholic disease or condition. 

21. The method of claim 16 wherein the disease or 
condition is diabetes. 

21. The met nod cf claim 16 wherein the disease or 
condition is Type 2 diabetes. 
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22. The T.e:hcd of claiT. 1*5 wherein the d 
ror.dit: :n is obesity. 

23. The antisense compound of claim 1 which i; 
cc a nucleic acid rrolecule encoding a truncated fori of human 
P I 3 K p 8 5 . 

24. A ir.ethod if decreasing blood glucose levels :. n an 
1 animal comprising administering to said animal the antisense 

compound of claim 1. 

15. The method cf claim 24 wherein the animal is a human 
or a rodent . 

26. The method of claim 24 wherein the blood glucose 
levels are plasma alu:ose levels or serum glucose levels. 

27. The method of claim 24 wherein the animal is a 
diabetic animal. 

2--. A method -if decreasing insulin levels in an animal 
comprising administering to said animal the antisense compound 
Of claim 1 . 

21. The method of claim 2 8 wherein the animal is a human 
or a rodent . 

3 0. The method of claim 28 wherein the insulin levels 
are plasma insulin levels or serum insulin levels. 

31. The method of claim 28 wherein the animal is a 
diabetic animal. 

21. A method c>f preventing or delaying the onset of a 
disease or condition associated with P13K P85 in an animal 
comprising administering to said animal a therapeutically or 
prophyl ac t i c al iy effective amount of the antisense compound 

22. The method C'f claim 32 wherein the animal cs a 

human . 
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34. The xethcd of claiT 32 wherein the diseas- c:r 
condition is a metabolic disease or condition. 

35. The method if claim 3 2 wherein the disease or 
condition is diabetes. 

3-:. The method of claim 32 wherein the disease or 
oonditim is Type 2 diabetes. 

37. The method of claim" 32 wherein the disease or 
condition is obesity. 

33. The method of claim 32 wherein the disease or 
condition is a hype rprol i f erat ive condition. 

3'?. The method of claim 38 wherein the 
hyperprol i f erat ive condition is cancer. 

40. A method of preventing or delaying the onset of an 
increase in blood glucose levels in an animal comprising 
administering to said animal the ant i sense compound of claim 
1 . 

41. The method of claim 40 wherein the animal is a human 
or a rodent . 

42. The method of claim 40 wherein the blood glucose 
levels .are plasma glucose levels or serum glucose levels. 

43. The method of claim 40 wherein the animal is a 
diabetic animal . 

44. A method of preventing or delaying the onset of an 
1 increase in insulin levels in an animal comprising 

administering tc said animal ^ the antisense compound of claim 
1 . 

45. The method of claim 44 wherein the animal is a human 
or a ro dent . 

46. The method cf claim 44 wherein the insulin l-vels 
are olasma insulin levels or serum insulin levels. 
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47. The meshed of clair: 4~ wherein the is a 

diabetic animal. 

4 3. The antisense compound of claim 1 which is targeted 
t-j FI3?: p85a and which preferentially inhibits the expression 
of PI3K p85a. 

4?. The antisense compound c: claim 1 which is targeted 
to a r e g i on o f a nu c 1 e i c acid mc lecule encodi r. g P 1 3 K p S = a 
which is nit fcund in a nucleic acid molecule encoding FT 2 K 
pECa. 

5c . The antisense compound of claim 1 which is targeted 
to a region of a nucleic acid molecule encoding PI3K p5:a 
which is not fcund in a nucleic acid molecule encoding PI3K 
p 5 E a . 

51. The antisense compound of claim 1 which inhibits the 
expression of all splice variants encoded by the PI3K p5:a 
gene . 

51. The antisense compound of claim 1 which alters the 
ratio c-f PI3K pS5a to PI3K p50a expressed by a cell or tissue. 

5 3. The antisense compound of claim 48 which increases 
the ratio of P13K p-35a to PI3K p5J3a expressed by a cell or 
t i ssue . 

54. The antisense comp:und of claim 48 which decreases 
the ratio of P13K p85a to- PI3K pEOa expressed by a cell or 
t issue . 

55. The antisense compound of claim 1 which alters the 
ratio of PI3K p85a to PI3K pEEa expressed by a cell or tissue. 

5 6. The antisense c emu : ur. i of claim 51 which increases 
the ratio of " ~ " 
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The an::sei:se ccrnpc; 
of ?I3?: c55a tc PI. 



excressea 



tne rat: 
t 1 s sue . 

5 c : . A me t ho d o f tio du 1 a t l log P I 3 K si anal t r a :i siuc:: : ; i n 
:ells cr tissues lonipnsing c:Lta:tmg said cells or tissues 
with the ant i sense o impound cf claim 1 s t> that PI iK signal 
t ransduc: ion is m: - dulated . 

5?. A method if altering the ratio if FT3K p^a to PhK 
51a in human cells or tissues oomp'rismg contacting said cells 
or tissues with the ant i sense compound of claim 4 8 so- that the 
ratio of PI3K p&5a to PI3K p50a is altered. 

r.j. A method of altering the ratio of PI3K p85a to E>I5K 
5 5a in human tells or tissues comprising contacting said cells 
o>r tissues with the ariti sense compound of claim 51 so that the 
ratio of PI3K p&5a to PI3K p55a is altered. 

61. A method of treating a human having a disease or 
condition associated with PI3K signal transduction comprising 
administering to said human a therapeutically or 
pro'phy 1 act ical ly effective amount of the antisense compound 
of claim. 1 so that PI3K signal transduction is modulated. 

62 . A method o f treating a human having a disease or 
: lodition associated with P 1 3 K p85 expression oompooismg 
administering to said human a therapeutically or 
p»rop'hyl act ical ly effective am-ount of the antisense ccmpoond 
of claim 48 so that the ratio of PI3K p85a to PI3K p5 "a is 
a 1 cered . 

61. A method of treating a human having a disease c;r 
oondition associate:; with PI3 K pS5 expression comprising 
administering to said human a therapeutically o:r 
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:ha: :ne ratio 



